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2.1. 



FENOfTBRATE TABLETS 54- KO MG 
DISSOLUTION l^ST CONDITIONS DEVELOPMENT STUDIES, 

INTRODUCTION: 

The *no^ tablets conespond to a new formulation which was deveton^ 

<onnuiauon combines the well established particle siae T ° eW 

mating «<, Wnsist$ of ^ <ffeCt wi * * «w 

both^in^cfon^^,^^ 06 enhancement of 

Tbisrefx^fcc^^ 
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MATERIALS 



FENOFIBRATE TABLETS: 

' Quantkative -composkion : 
{ten 



H 'flhlyCo nnden(Ja( 

Sublet to 
Protective Order 



J component 


Amount (mg/tablet) 






54 mg 


_ 160 mg 




• Fenofibrate 


54,0 


160.0 




Lactose, mono hydrate 


46.7 


138.4 




Sodium L»ury| Sulfite 


IS 


3.6 




CrospoWdone 


32.4 


96.0 




Povidone 


S4.0 


160.0 




Sodium Stenryj Funwate 


2.2 


6.4 




Microcristalline cellulose 


38j 


115.0 1 




ColloidaJ Silicon Dioxide 


4.3 


12.6 J 




"Qpadry XS> OY-B -32830 tyellow) 


11.0 






<fradry ®QY-B-28290<whitc) 




28.0 




Purified Water » 








wo iemoved during (he drying process 






1 97 







iASOfcATODtES BQURNER 




SUSpCnS,0a ooto w inert boose support following bv . miir , 
withanOpadry<8. components. Tablets w«e Elm coaled 



2-2. 



FENOJTBRATE CAPSULESmucOR® * MG) 







| Uem 




Amount 


j 1 


Fcoofibrite 




1 2 


L«o$c nooohydrue 


33 J 


i 3 


Socfium Uoryl Sulfate 


2.4 


[ 4 


Prcfeiatmized Starch 


10,1 


j 5 


Crotpovidone 


23 


1 5 


Magnesium Steanue 


1.7 


[ 6 


• Purified Wtter* 




•Purified Water wit lea 


>ovtd teiag cbc dQriof prpcess 





IUC were manufactured according to the folin™„„ 

components and the -capsule filling; XtCnial phasc 



2J. BATCH NOMENCLATURE: 

" ^° 0fibrate • 2401/01 - 2403/01; basch Ske • uour* 

20.000 tablets Ox. 13 J Kg bulk). Lab scale production ^ 

USQmg Fwofibiate coated tablets: Bulk L« rFouraicr Batch Number 7 jvw~. , 

~ ^7 m ^' ?eno ^^ rat * coa< ed tablets : Bulk Lot : Fburnier Batch Number2 Abbott Lot 
47^00-AL, Ba*h*ze : 320,512 taWets, 100% of product^ ful,^ * 

****** 1004336 H ' 8h ste^' 
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inference: I37KA.PD/SO0J 



METHODS: 



DISSOLUTION TEST GENERAL PROCEDURE : 

BIOAVAILABILnY STUDIES : 

were phase i. singjc . d fasting. <«« label. ^ . , 

cn^over.single^studiescpnxocol^ 

a^tmale^fenuUevoluntoen ^ " a<oUl of 42 

The formulations were administered orally with i»n » , 

completion of . standan! 3^0*^ 18 ° ^ ° f 3 after 

Blood samples were collected at the following times 0 1 2.3 4 5 * n \ ,« 
24. 4*. 72 .96. and 120 hours after each .Z^ Hasnt !£ ' ' * * 
an HPLC - UV method in ^^T^LT^ 
concentrations of fenofibric acid. ■ "—«■« me oonespondmg plasma 

fioma67me : cansuU/ e !«^ , . . */-w»-At ; L;F. Lot 2 ) with that 

"* « " ' rag capsule <size 4) of micronized Fenofibra*. fretr'no* « ;. 
3^21:1^1^032). """^a renofiorate tTRICOR* - Bulk Lot 41-032- 

Protocol M98-962 consisted of .comparison *e bioavaaabmty of ^ 
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SELECTION DISSOLUTION TEST CONDITIONS : 



The fenofibrate is i neutral, lijwphflic -compound (log P = 524) which is practically 
insoluble in water (aqueous solubility < 03 mg/L). In such a case, the dissolution test 
can not be conducted in common aqueous medium and addition of surfactant -can 
represent an objective alternative. Based on the Fenofibrate solubility data obtained in 
various Sodium Lauryl Sulfate aqueous media (table 1), this surfactant is relevant to 
prepare the dissolution medium. To ascertain the amount of SLS, various dissolution 
media were tested and evaluated according to the following criteria : 

- ability to dissolved 75 - 80 % of the drug within period of time 30- 60 minutes based 
on •compendial dissolution requirements 

- ability to discriminate different formulations and voluntary process changes 

- ability to fit the in vivo data 

Table I : Fenofibratesolubflities in various SLS aqueous solutions 



SLScoocentrttioo 


fieaofibntt saturated coocemntkw 


; 1 

SLS 0.025M (7.21 f/L) 


About 220 mg 


SLS 0.05M (14.42 g/L) 


About 600 m< 


SLS 0.1M (28.84 g/L) 


About 1200 mg 



4.1. PRELIMINARY STUDY: 

This study was performed on ISO mg strength uncoated tablets flab scale batch 
RG 2401/01). The dissolution tests were conducted at variable conditions in order to 
evaluate the paddle speed and 3LS <oocentration effects. For each variable the 
corresponding levels tested were: 

paddle speeds : 50- 75 - 90 -120*pm (except at 0.1 MSLS medium where the 120 
rpm was suspended regarding the initial results) 

- SLS concentrations : 0.02S M -OjOS M-fl.lM 

The dissolution tests were performed on -six units per batch and according to the general 
procedure described section 3.1. In this case, the dissolution profiles were defined from 
samples collected at least at the following <ime 0 10 15 20 minutes additional samnline 
.c^wbc.^ -fOURNIER 1004338 

The results are reported in appendix 1." Protective Order 
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There is oo specdeftect ova 75 rpm for the three dissolution media, the 50 ipm paddle 
speed dissolution profSes shows a lowering of 10 units or less during the fet 30 
minutes rfcpeoding of the medium. The percentage of dissolution inocases whb 
incieasing'SLS concentrations. 

Based on these results : 

-The 75 rpm paddle spaed is selected, since it represents the ininimal value at which 
the dissolution results are independent of a speed -effect furthermore this paddle 
spaed is -consistent with resting conditions applied forTRICOR # capsules. 

- Although it does not allow to have sink conditions, where 0D5M SLS * 

the 0.025 M SLS medium is preferred to characterize the dissolution kinetics since k 
Should have more d o mina t i n g property, the drug release period is in accordance 
with the general compendial time requirements (30-60 minutes) and is in agreement 
with the approach described by V. P Shah. (International Journal of Phannaocutics 
125 .-99-106). 



So the provisional selected dissolution conditions are : 

- medium 1 liter of 0.025 M SLS aqueous medium 

- paddle speed : 75 rpm 
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42. DISCRIMINATORY ABILITY EVALUATION : 

This study was conducted to evaluate the ability of the selected conditions to 
discriminate objective variations and. firstly, consists of dissolution profile comparisons 
of lab scale batches exhibiting various hardness values (tablets strength 160 mg). 
The dissolution profiles were compared using a model independent method based on 
Similarity <£2) and D2fcrence^fl) Factors. 

The dissolution tests were conducted on six tablets according to the general method 
_previously described in section 3.1. Data and dissolution profiles are reported in 
appendix 2 



Based on these results, the selected dissolution conditions seems to be adequate to 
<fiscriminate unexpected production hardness variation, since a 59N difference results in 
calculated fl(40.4) and 12 (53.3) values highly closed to reject limits (<15 and >50. 
respectively) and ensures a sameness of curves when the hardness variation is in 
common limit of 42N with respective fl and (2 values at 4.8 and 70.0. 



teftrenct: I37RAPJ31S00J 



This (Uscriminatory power evaluation of the ****** 

by « analysis of * ZL^ J^T T*"" 

industrial batches used in * * ^ +* > 

962). P'votal bwequivalenoe studies (M98-961 & M 9«. 

The dissolution tests ^ xoiwlucted on twelve tmits w 

conditions for tablets (OXKSM SLS . 75 n™)^^^^ * ** ,ckcted 

T0.05M^LS .7Srpni). 73 «Pm) and TOCOR* specified procedure 

Theconespon«li n g^ tearere ^ 

the quantitative xesponse is ^ — . ***** ^rding 
For the 0.O5M medium, the tablet dissolution moffles « in A«.^ , 

*" 10 Point and .esu,, ^ 

units between the capsule and tablets. <*»»nces<fiom 30 to K> 

For the 0.025M medium, the strength -rWt «- . v, 
until 20 minutes J7j^^SZl ^ ^ " 
between capsules and both table^^ *** 2 ° ^ 

A comparative approach based on the fl and f2 ^ • 

recommendations generally set A onTo" " ^^ng the 

5 ^ only one measurement shmvU ~ • 
96 dissolution » je restricted to 2 points per cotnpvisro) ^^^^ considered aAer 85 

TOURNIER 1004340 
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The two dissolution testing methods woe then evaluated .oward* their ^ , ■ 
the in vivo n->»^ i_ owams °*V ability to mimic 

™ ^ Pf0filcS * con >P«ing the in vitro dissolution and in vi™ 
-curves.- This wa, done by devolution of the tablets plasTl^, 

Oe^lman P^append* ±£Z?2 
and m vivo deconvoluted data was assess bva • 11)61,1 ^ 



Reference: 137RAPDISO0J 



TTie two media preeoted ao-eqaivakot ability to describe the in vivo data however the 
0.O25M medium allowed a more accurate fitting of the ascending section of the curves 
due to a more adequate -constant o&et value. 



In accordance with our aforementioned criteria, the provisional dissolution method was 
then confirmed ie : 



- Apparatus 2 . Inter ofO.023M aqueous medium, paddle speed 75 



rpm. 



5. DISSOLUTION SPECIFICATION RECOMMENDATION : 

For 54 mg and 160 mg strength tablets, a single - point specification can be set as a 
routine quality control test considering <beir fast telease profile in the selected medium, 
to ensure a ^dependent sttcngth icsponse, a time test up to 20 minutes should be 
selected. The two bioequivafcnt drug products, 54 mg fenofibrate tablets and TRICOR* 
67 mg fenofibrate release the same amount of fenofibrate at the dissolution profiles 
meeting point which is at 40 minutes. This time is selected to specify the tablet 
dissolution. 

fOVRWER 1004341 Confidential 

Subject to 
Protective Order 



Reftttmx: J37XAPD/SO0/ 



-8- 




At 40 minutes, average dissolution of the biobatches is complete • 98 - 99* of ^ , w., 
To uke into ^ ^ tmabtm ± 15% Ta£t 

wbicb nuy cood^ to 85% fenofibnte dissolved Z 




P. BLOUQUIN 
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APPENDIX 1 ^R100«43 

Prot#Ctfv# UrdAf 

PRELIMINARY STUDY " 



T^ ,:^^^^^^ ^^^ | | 




TaUem 
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APPENDIX2 



DISCRIMINATORY ABILITY EVALUATION : HARDNESS I 



J 147 N 
Mean % diuo|Y«d 

ow>r 


206 N 
(RSD) 


206(6.(0 


13.1 (64) 


*2.l OJ) 


46.1(3.7) 


76^(07) 


705(1 J) 


83-3(09) 


107(1.0) 


«9.6(03) 


•7,7(1.1) 


92J(0.3) 


92-0(03) 


94.6(0.6) 


94.4(04) 


96.4<*06) 


96.2(0.*) 


99.7 (Q8) 


96.7(05) 




in 0.025 M SLS .queou, medium « 75 rpm 
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TiMe VltKtetBtfnci utioa profile ofFeoofibr** 
Medium 
Strength 



«»a05M M dtt (C5 M^S tBaeouf ^ i , M ^ T _ 




TAIeVH: 
at75cpm 



«"oJ«loo profile ofFenofibme eapwiei fTWCOR* 67 



«t> 005 Mind 0.025 MSLS 



bttdmoiDber 

Tnac (minutes) 

- ______ 


1 O023M 
I LF Joe 032 
1 Abbott 47-«l3-AL 
J Mesa % dutoived 


] OQJM T 

j LF lot 032 
J Abbott 47-*13-AL 
J Meao % dtttofvtd 








10 . 


I 32.9 


47.7 


15 


53.1 




20 


| 64.4 


75.9 1 


23 


71J 




30 - J 


75.6 I 


84.0 J 


35 


7M 




40 1 


812 1 


882 j 


50 1 


84J 




60 J 


86.6 J 


932 I 


90 


*X6 J 




120 I 


93.42 J 
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APPENDIX 3 



COMPARATIVE ANALYSIS OF DISSOLUTION AND ABSORPTION DATA: 



* TVn t n ■ 

nvBUCi 
« Strenftb 
Study 

< Tfaae fKnun) 


»•« 

Mmb % Absorbed 


67«t 

M9M61 
Meao % •bcovbed 


™ • — •»/ MWK9 IW 

Tablets 
160 ac 
M9M62 
Meaa%ibtocbed 


ma m 3*-9G2 
- r ffiflq 
3x67mf 
M9S-962 
Meen%^orbed 






OO 


00 


OO 




7.2 


2.4 


5j0 


OSS 




^2-3 


222 


42J 


it J 




sa4 


506 


77.4 


33.7 




91.3 


74.4 


96J 


•3.0 




9K2 




100.0 


93* 




194 


•O 


1000 


96j0 




906 


8J.4* 


99.7 


94.4 




92.1 


. «6.7 


99.0 


96:1 




96.4 


90S 


IOOjO 


99J 




97 2 


913 


100J) 


100.0 




ioao 


95.7 


IOOjO 


99.2 


24 


1000 


97.9 


100.0 


99.9 
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****** based on the 5enofibr«e 160 mg tableb /LF lot nm ,i_ ^ ^. 

bioavailabfficy^^c^^ 8 T • ? Oot ^ «> performed the 

Note : the initial «po,t was based on dissolution data issued from pan 1 wV k 
comment with the two other pans (numbers 3*d4) ^ " Wh * *" 



««ol«ioii profile of Fnoffbnte ttbkts 160 



«C««erf«a023MSU 



«73i 





0423M 




160 Of 




LFI«7 




(P««2> 


Time (minutes) 




N ~ ' 


4W 


20 




30 


94.7 


40 


9M 


SO 


99.4 


« 


ioao 
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Dissolution Testing of LF 178 Ter Tablets 
1. Selection of Dissolution Test Conditions 

Due to the poor solubility of fenofibrate, less than <L5 mg/L, the use of a scsfectant such as sodium lanryl 
sulfate (LSNa) is necessary to be abk to dissolve the fox^ 0.1 M 

aqueous sodium latuyi sul&te is presently used to test cfisaoturioo of Lipkffl Microfl dcsqge, A 
prdiminary study was earned ck^ 
LF 178 Ter tablet (160 mg fenofibrate) dissolution profiles. 

The selection of the surfcdant levels is based on sotubQxty data of tbe drug substanpe in order<o ensure 
either the sink condition #J 
(0.085 M). The appUed medicx^ 

- Paddle dissolution apparatus, complying with USP and €P 

- 1000 mL of aqueous solutions of LSNa at 0.1 M or 0J025M 
• Paddle speed of 73 RPM 

- Samples are coDected every 10 minutes for 1 boor 

- Fenofibrate assay by UV spectrophotometry 

In both media, a complete dissolution of fenofibrate is achieved within 60 minutes (refer to the following 
figure). 

Dissolution Profiles of LF 178 Ter Tablets (Batch 197^6) in Different Dissolution Media 



120. 

--. 














Jao. 
o 














| 60 • 














h 














20 














0i 




1 1 


i 1 1 


i 1 


i 1 


i — i 1 



0 ' 10 20 30 40 SO 00 
Time In Mkiutes 

0.1 M LSNa 0.02S M LSNa 
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In order to select d^t5Na<»ocaA3tioQ,<»mpaiat^ dissolution of Upkfl Micro* {200 mg 
fcnofibrate) and LF 178 Tcr<(M0 mg feaofibrate) in both media was perforated. Dissolution profiles are 
presented in the following figtipe. The diifcraoe in the dissolution profiles between the tvj> dosage 
forms, which should be bioinequivalent if tbey had the same strength, is amplified when 0.023 M LSNa 
medium is used. For this reason, 0.023 M LSNa warsetectedfortbedissohiuoooft^ 
tablets. 



Dissohtioo Profiles of Upidfl Micro* {200 nvgFeiHJfibratcOpsuks, Batch49) 
andLF 178 Ter Tablets -(Batch 197*) 

120, ; _ ; 1 




Time in Minutes 
♦ 197-6, 0.1 M LSNa 197-6, 0.025 M LSNa 
49. 0.1 M LSNa 49. 0.025 M LSNa 



From these studies the dissolution test conditions for LF 178 Ter tablets were set as: 

- Paddle dissolution apparatus 

- 1000 mL 6TOJ02S M aqueous LSNa solution 
-Paddle speed of 75 RPM 
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2. Dbsolution'Specaications 

under the above conditions. 



Time (minutes) 



Inmvkhul Resoltt 



Avenge 
SD 
RSD 



0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 



65 
65 
66 
63 
63 
65 
69 
59 
62 
66 
69 
64 

64.7 
Z* 
A3 



89 
89 
19 
17 
IS 
91 
89 
86 
87 
88 
88 
88 

88J 

a 

IJ5 



30 


40 


-60 


96 


yi 


99 


94 


96 


Oft 


95 


96 


Oft 


93 


95 


96 


93 


95 


98 


94 


96 


98 


94 


96 


97 


92 


94 


98 


93 


95 


97 


93 


96 


97 


94 


96 


98 


94 


96 


98 


93 J 


95.7 


97.7 


1.1 


0J 


OJ 


1.1 


0.8 
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Noa-coaied Tablets: 




20 30 40 
Tim In Minnies 



^60 



♦ 100 mg Strang**- 100 mg arengtH*- 200 mg stitnglh 



Coated Tablets: 




20 30 40 
ThneinMnutes 



-60 



100 mg strength-*- 160 mg sti^th^. 200 cng strength 



^ * i ^ .^twt^l« of 15 178 Ter tablets coot^ . 

IF 1 78 Ter tablets containing 100 mg or 200 mg fenofibnrte. Highfy confidential 
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SUMMARY 



NAME OF STUDS) PROOUCT 


LF178TBlAMr1MlBniUtfQnofteno»ili ; 


TTTLfi OF tVE STUDY 


tot Moe4*a*nca study of fa* 
«wyt fan^atot of fanoftnfc (160 mg naw tablat 
tomato vwm UPPHlCftO* 200 mg mimrtzad 


MWE5HGAT0R 


&n$kMM,tt£L | 


STUDY LOCATION 


222* ***** . 

V7V0R6. 


STUDY AW 

- 


To demonstrate to bbecMv^ci of two dUhmt 
tamfefcana of fcnotoato (110 mg mv IbnraMon 
vmi UPOL 200 «*j rtdwtod fcnoObrata) 
aflat a rtn^^ ciffl dOM sfvm undvM coiidHoiw 


* CUNJC4L PHASE 


I 


EXP5ttMB<TAL 0ESK3N 


lhiutmJiJ-i< Mnrl« rt t i - 

nvmrmst wwwsi *ay (ranow 


NUMBER OF SUBJECTS TO 86 
NCLUDED 


28 




Heafttiy mate voluntecri (11-35 yam old) 


FORMULATIONS, ROUTE OF 
AOMMSTRADOK DOSAGE 

■ i 


tabfct 
Qni 

1«ng , LoMST-SA 


TREATWBfT DURATION 


2 4ngfe dom sapanted fay a Mo**** mah-«Ap«tod 


EVAUUAT10NCWTBR1A 


- WMc add pbm taweftt datoniihad by HPLC 
«LOQb30 nougat & 1, 2. X 4. «, a, 7. a, 10. 12, 1*24. 
4*. 72. 86 and 120b after oadt iMnkMon (n * 34: Le. 

puposca) 

• Phanoacoldnefc panfnatarv AAJC^ AUC^Ooax, tnax. L* 
and X 


STATISTICAL METHOD 


./NOVA on log frmfanned data (AUC* AUQandOioi) 
•ANOVAonanaxandi 


RB = B*&JC£ TREATMENT OOSAGE 


Capaula 

om 

200mg Lot«S 
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««QUWAJJ^^UOr STUOY PROTCOOLNO. K 178 97 02 >W 

OF TWO FORMULATIONS l*8Pfi0TOOa.NO^3PS27 

V?J£Zt£2Z& SUMMARY REPORT 

OF "FENOF18RATE PfcQEl 

OBJECTIVE 

The cojective of this study is to determine whether two -different formulations of 
fenofibrate <T80 mg new tablet formulation versus Lipid! Micro® 200 mg mwronsed 
fenoficrate capsutes) from Foumier Pharma Inc. are btoequrvalent under stale dose 
fed conditions. 

STUDY DESIGN 



Single-dose, randomized, blinded, 2-way crossover bioequivalence study « fed 
volunteers. ' 

Treatments: 

.treatment A: One tablet -containing 160 mg of a new formulation (LF 17« T€R1 

(test) of micronfeed fenofibrate. v ' 

Treatment 6: One capsule oontaining 200 mg of. micronized fenofibrate 

-(reference) (UPIDIL MICRO®) 



A total of 27 healthy Caucasian male volunteers were enrolled, 24 of which 
completed the study. Al subjects were non-smokers or smoked less than 10 
cigarettes a day. 

The methodology of a bfeequrvafenee study requires that a homogeneous 
population be recruited to ensure a solid interpretation of the results. Afl previous 
fenofibrate bioequivalence studies were performed in men only. Maintaining this 
-condition would facilitate comparisons among all the available studies. 

Fasting/Meals: 

Fofiowing a minimum 10-hour supervised overnight fast ana 30 minutes prior to 
dosing, subjects were served a standard AHA breakfast The breakfast 
consisted of cereal (40.0 g) with 100.0 mL 2% mflk, one hard bo9ed -egg. one 
sfice of toast (15.0 g) with 10.0 g sunflower margarine, decaffeinated -coffee 
(T50.0 mL) and sugar (10.0 g). Meals were served at 4 hours after dosing, and 
at appropriate times thereafter; meal plans identical for each period. Water was 
permitted ad fib. until 2 hours before dosing and again at 4 hours after dosing. 

Blood Samples : 

-Blood samples were collected immediately -before breakfast tO h) (2x7 mL) and 
at the following times after dosing: 1. 2. 3, 4, S.€. 7, 6. 10, 12 18, 24. 48. 72. 
96 and 120 hours (1x7 mL). ,„ . , _ _ . u , 

FOURIER 1004354 T^ecTS"™ 
- . . _ Protective Order 
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WTVW-TORMIRATTONS l>8 PROTOCOL NO. GPS27 

(teOmgvs-aOOmg) SUfc«4ARYiR»<WT 
OFfENOnBRATE ^^J^ 



Blood samples werecqflected invnediately before bieaitfast (0 h) 12x7 mLl ^ 
at the foBdwng times after dosing: 1, 2. ITmTTS^iPm « 7? 
96 and 120 hours (1x7 rny. • '.ivr. o. w, w ib.*4. 48,72, 

Safety Assessments: 

Subjecte were given a complete pn^^ 

and standing positions), body weight and urine test for drug of abuseaiter 
checMn in each period. Vital signs (supine and stancteg posittora) and-GCG 
were recorded prior to dosing in each period. At approxirnately 120 how post 
dose in Period 2, subjects were given a complete physical exarninabon toctedna 
vital signs, 6CG and clinical laboratory tests (excluding' tests for HIV. drugs of 
abuse and Wood alcohol). Blood pressure determination were performed 4 
hours post dose. 

Housing: 

o™ at e te ?£12 hous Prior to dosing until after the 24-hourbJood draw In each 
Period. Subjects return to LAB s screening facility for subsequent blood drawsT 

Washout Period: 

Fourteen days between doses. 
Anatvte: 

ch^arieStoSth^stSyT * summa,y * ** ******* .method 

ARCHIVES 

Al raw data generated in connection with this study, together with the original copy of the 
final report, wffl be retained m the Scientific Archives of LAB Prarmacotogical Research 
International jnc 

RESULTS AND DISCUSSION 

The results of the bfoavaiabtfity comparison are summarized in Tables 1 and 2 overleaf. 
Observed Results 

Limits of the 90% confidence intervals (two one-sided West method) for the observed 
data set (Table 1) are: 88% and 94% for AUCO-L 88% and 95% for AUCinf and 85% 
and 94% forCmax. The ratio of means for AUCO-L AUCinf and Cmax are 91% 91% 
and 89%, respectively. There were statistically significant differences for AUCO-L 
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AUCinf and Cmax, mainly because the statistical power was such that smal 
differences of «%, «% and 8% for AUCO-t, AUCinf and Cmax, respectively, could be 
detected as significant (Table 1). The ratio AUCO-t/AUCinf is approximately 98%. for 
both formulations, demonstrating an adequate coverage of the AUCO-t by the sampling 
schedule. 

LrvTransformed Observed Results 

Limits of the 90% confidence intervals (two one-sided H-test method) for the In* 
transformed data set (Table 1) are: 68% and 94% for AUCO-L 88% and 94% for 
AUCinf and 86% and 95% for Cmax. The ratios of means for AUCO-t, AUCinf and 
Cmax are 91%, 91% and 90%, respectively. There were statistically significant 
differences for AUCO-t, AUCinf and Cmax, mainly because the statistical power was 
such that smal differences of 5%, "5% and 8% for AUCO-t, AUCinf and Cmax, 
respec^ely.«uklbedeted^assignffk^(Tab»e 1). 

Summary 

The lower and upper confidence interval limits for AUCO-t, AUCinf and Cmax were 
within the 80% - 125% range. 



patency Ad justed Results 

Potencies: Test 98.7% Reference: 103.6% 

Limits of the 90% confidence intervals (two one-sided 44est method) for the observed 
data set <Table 1) are: 86% and 9S% for AUCO-t, 88% and 95% for AUCinf and 85% 
and 95% for Cmax. There were statistically significant differences for AUCO-t, AUCinf 
and Cmax mainly because the statistical power was such that smaR differences of 15%, 
6% and 8% for AUCO-t, AUCinf and Cmax, respectively, could be detected as 
significant (TaWe 1) 

Potency Adjusted Ln-Transfonned Results 

Limits of the 90% confidence intervals (two one-sided West method) for the In- 
transformed data set (Table 1) are: 92% and 98% for AUG0-L 92% and 98% lor 
AUCinf and 90% and 99% for Cmax. The ratios of means for AUCO-t, AUCinf and 
Cmax are 95%, 95% and 95%, respectively. There were statistically significant 
differences for AUCO-t, AUCinf and Cmax, mainly because the statistical power was 
such that small differences of 5%, 6% and 8% for AUCO-t, AUCinf and Cmax, 
respectively, could be detected as significant (Table 1 ). 

Summary 

The lower and upper confidence interval limits for AUG04, AUCinf and Cmax were 
within the 80% - 125% range. 
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to « 24) 

AICNA- 

_ , T1L »» M p-value Statistically 

0,000 .. o.ooo 

1 hour 1.4S9 ( 79) 0.405* (175) 0.0003 

2 hours 5.331 ( 40) 1.349 ( (4) 0.0003 

3 hours (.900 ( 2() (.773 ( 33) 0.(439 . 

4 hoars 7.234 < 20) t.427 ( 20) 0.0010 

5 hours 7.X2S (15) l.2S( ( 14) 0.0001 

6 hours COOS ( 17) 7.043 ( 13) 0.00001 

7 hours 5.212 ( 17) C.13C ( IS) 0.00001 JUB 



• hours 4.^45 ( 19) S.3S7 ( U) 0.00001 

10 hours 4.055 ( 21) 4.733 ( 17) 0.00001 

12 hours 3.401 ( 22) 3.917 ( 19) O.OOOOt 

IS hours 2.2S7 ( 32) 2.(01 ( 2() 0.00001 

24 hours 1.740 ( 29) 1.957 ( 29) 0.0002 

4S hours 0.730 ( 41)* 0.053 ( 44)" 0.0215 

72 hours 0.334 ( (0)* 0.3(1 ( (3) 0.20(4 

9( hours 0.150 (.70) 0.172 ( 72)" 0*SSI 

130 hours 0.077 ( 93) 0.079 ( 93)^ 0.9534 



JUB 



not sig n i fican t at «-0.05 level. DUCesences based on 4*east Squre 
i test. 

*n . 23. 

•*n - 22. 



•fOURNIER 1004358 

Highly Confidential 
Sublet to 
Protect** Order 



14 



(STO5\P«UM\»J*3PS27 . docj 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 
S'LINESOR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCED) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




BLURRED OR ILLEGIBLE TEXT OR DRAWING 



